".HUe ''Method AModtd&mig Response by AdrssiisOaatiois * > *< w t s j ^ AgenO 

1 S Ses i Sio 0 " 6 

REMARKS 
,k v \ uv , ^ ymeat 
or m the alternative, to place the application in better form tor appeal by omterAily reducing or 
s no x " $ ^ % \ s u 1 1 , ! I ,.,0 v s,, ' s 

eibod is use*, c * ^ ch peeifk dies 

mammal's innate immunity response to the antigen. Claim. 26 was amended simply to put in 
independent rbroa "l ire amendments are tube supported by the original charas and speciheahon. 
No nev mama lu.-.s h.v:t ud-k-u b> ?!k mwrAmeno; mud-, herein. L>u«n -.a bee .imoKtoieno ;n this 
^ n btereknv - \\ ' x , 

s 26 swis nine .a, ^ , < i s >muua 

Examiner's Acknowledgement thai claim 26 would be allowable if written m independent (arm. 

s t t alarm 26 to be in u ep^ J j 

Allowance of this claim. 

Claim M,6 13, 14, 1.6 19, 2< and 23-25 wesj rejected under 35 S.C 

met (US > K h ^ o the a ms set o 1 on >agc 1 of the 
Office Action, Applicant respectfully traverses. 

' \ \ 1 v i m 1 1 k ( | 

the cell cycle. According a- Shoo ARF-p!9 expression induced both G I and G2 phase arrest in 
i s !\a icetedtot vu^.oa ct r > s >,,. k vi o x ^ 

ti n vn i iv'a\i e v. .v.. v. > . , 

> ,K , ^ > S Uo'l.M'S t v u 

v . Aase a canoe .0 Is 

on N v,v i . ' v i ' , u ^ , n \ . 

aetisatiiyyaaguieiRing the immune system hi a mammal (specibcally a ft cell system response or 
an innate Immunity response to an antigen - in ciatm 16} gyincreasc by- - wwo . m o e 
c.mg<. speed". , auwi e an > 1 
presently churned invention .is not directed to a method inhibiting the cell cycle, or more 
- v , " K v .o , - s „ t v. m u ! ^ Si , , ^ ^ . v , ^ , UuK 

. »e " x >bcmo-.d inebu'd mArmmaw n . munAA ^ e. rami w N _ ^ee> ^ v 
mob >^ u N > into Imm expense to the amice , 
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AMENDMENT AND RcSPOnSC 

Title: "Me&od of M^duksang lirumrne n ^ by Adminlstmion oi' hnrnuno-Activauon Agent" 
U.S. Serial No. iO/673,426 

At page 3 of the Office Action, it is pointed out that antibodies used in a composition are 
•Am ■, Amiosec n ^'thioc^aua'c v u n v n , " " . i i < „ 
, " n ^ s , ji \ h s \ ! s » » n 

^ ^ i S ^ i v. v. ^ > n \ 

00 m ^ t A W v x ^ ) i' ' \ ,V . > I 

The whole purpose of labeling the antibodies in Sberr is to label antibodies tor detection 
pnnvses ono ihe b>smsomP\ ha ,mbams;»Am J -As- ea m She: i - a •■ eroenvrie the 
presently claimed invention, in iacp there \ noihing in Sberr to touch or suggest die presently 
Aimed m> dmo m mhwuiog lb. mamsc, msiem m ; summed usage, m 'd i t. 'v -oi agenbh 
wherein the I'TC is in. "an effective amours A to activate or augment an immune response in the 
uiarmnai to increase the mammal A production of autigemspecide antibodies or the marrsrnaFs 
innate normality response to the antigen. Both AAA based agent" and AdteeOve amount"' are 
speciikaby defined in Ore present specs iieatiou. 

' 1 v - i, ^ 1 o \ , v m \ >s<i <■ 

based agend refers to compcunds wherein isothiocyanate bp the ..Agggof the ..eggggynyA and 
further provides specific examples of 1TC based agents, snch us. PHOTON AC or PBITC. The 
iluoresccntiy labeled antibodies used in Sberr arc not j'TC based compounds, but are ARF -pi 9- 

vM x ,v r > v 

n ' s N v. v o " i + - ^ x v . 

sbiiied in tire art would know thai a label on a antibody or peptide is not the base.of the 
AdPAdhlA hut simply a label. Purlhermouv the Hut.' re scent labels are not used to activate the 

. ., ' i » s n \ n m \\ m 

or the mammalA innate immunity response to the antigen as taught in the presently churned 
invention, bet simply lor detection purposes. 

Sberr is directed to ARF-pl 9b based compounds, bo contrast, Applicant's invention is 
dimmed to the surprising discovery brat when a suftieiem quanti ty of an 1TA based agent was 
•\\v\ \ ^ ? >K 1 -> v , v * e nmmme 

k V ! ! V s U ^ o 

claimed method is directed to this surprising discovery. 

At paragraph [00371 of the Applicant's specification as published, an '"effective amount" 
^ , ceo i-n ,m C < » t ! s .emu o okva'V re mm an immune 
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mc \mn-,ko ^ i « \- m < 

U.S. S> 'IV 10/673,426 

response in a subject.'" Sherr does not teach use of an ^effective amount'' of an "Ho based 
agent" .sufficient to activate or augment an > ik response in a mammal. Sherr only teaches 
: \ > e\o N \ ^ \ ^ e v e i ~ .nnir-.-fv ■ f k _ > x 

>oses to cletc >ound ai f c es 

At. paragraph 10043] of toe n specification as published, the term k\ n vi> : 

also denned as enhancing and/or increasing the iummoe response in a marramo as compared to 
an muonn. e v ^ one. a a more a ^ < m.. ,t .\n.d „ ^ 

Shea dms nm cmicem and j> no' sh 0.10U to mekan. ■ 1 ace. mna„ m .ec^c: da.- one 
immune response in a mammal to increase the mamo-ahs production of antigen-specific 
aaoa<u K s ^ s ;n )JU , K p 0 Mr u . m ^ response * v, nm \ i o-mp so d ^ the annua, 
response prior to administration of the effective amouat m d i : : ' based agents' 

invention as set forth in dependent claims 3 : 4, 6. A 13 AA 1 9-20 ;: and 03-25. either, foi 
v\ s e S r does no teach a method of act o v h<_el n '\ 

u m i d '\so i so> i'i i 05 N e < «. 

< i 1 >? an a e \< 1 h \f N ^ . 

SARS, by using an OA-based agent to activate or increase the subjects immune response (see 

n v i v v ! t t v i i v u ei t h IRF-i v > f 

(30 phase in cancer cells, but does not teach a method of treating cancer using an ffC based 
eecsu m eis clU\\*ve earners Miitkivm K> autv.tfc a B ^ immune -g Menu he ihc ol 
one or more antibodies specitlc to a cancer oeb and gem and amber docs not leaeb such a menu 

f i ^ d s , i iu «. isee < n \ \ , 

Sherr dels to teach a method of increasing a mammals" production oibnmgen -specific antibodis 
or innate immunity response to an antigen as presently claimed. 

V ^ .s ;-aai akaoicu e. a can on - to ^ x k, ; 

as set forth in the claim is found in a single prior art reference. (See Ardemm/ Okay. v. ehms-n ( 
v •> meo.>-> 0! t \ 00 28, AA 0 I SbQ.Yt AOh 14 ^ .JAv s u A^O 

\s .td -4 doe .4 On: p^-mads cbao.ied ^ v t are am tattcA h\ ^ ,„ as 

explained above, Applicant respectfully requests that this rejection be withdrawn. 
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0\ m ' u'\! V f\ v <. i \Cv. K 

U.S. Serial No. i 0/673,426 

Claim 1, 6-8, 10-14, 16, 19 and 21-22 were rejected under 35 U.S.C. 102(b) as being 
anticipated by Moore et a (US 2002/0 1 64094) for the reasons set forth on pages 4-5 of the 
m e v-- 

\> ^ v ^ 'R - < ^ a- s < i < o \ v p e ■, 

m> o v ^ ^ v . ^ , C ^ A ,\ , s i ^< \U < n 

Sheas the only mention of an isothmcyanate is the compound tor Onntgsecip gsofofo^ use 

\ \ l v v 5 t ^ i 

mosi commonly used fluorescent labeling compounds for detection purposes includes fluoresce 
1 nv^orr- '^u v>\^cao\^ ''o\,o. -no >e < - t \ v. m a ; v . > 

As v\ 0 \ above, the fiaoreseemly labeled amsbodies disclosed acre in 01 core do not 

suggests the presently claimed, i.e.. iho method of activating die immune system in a mamma; 

> \ v C is in ^an effective amon , m 

era immune response in the mammal to increase the si! production of anhgem-specmc 
espouse 1 ! uaigen. Bo >ase t a d effective 



in contrast to the presently claimed invention, die Ouorescendy labeled araibodies used fo 
ot * \vd mi i< j m ' v d . v m \a - 

v e - v dt , ^ , , hmnd 
nibody conjugates. One skilled in the art would know that a label is not the base of ghe 
rod. f urthermore, the fluorescent labels are no; used to activate the immune ss stem to 
immune response In a mammal to d;erease die mammal's production \ 

>- v , ! 1 ' - N 1 vo m 

v 1 see e ^ \, 

U - ] > ;v,\J mm, MsodLigim 
ard- ameom sv . e m » p m t > - a m ii , i t f 

ied agent is administered to a mamma!, the ITC based agent activated and/or augmented 

OS . IN , , >• , \ a 



Tide. Pkthoo: ofPkPskuum Immune Response by Administnuion of Irnnnmo- Activsu ion AgsrrP 

vO kPcvOjcn ^vCxhv V a 5 .uiAVSai ua K > \ 1 s 

understood prior to Applieanf s discovery. The presently claimed, method o. directed to this 
surprising discovery, 

Also, as explained above, an ""el recti ve amounr is defined as an amotmi of ITC based 
agent that, is capable of producing or increasing an immune response in a subject." Moore does 

^ v. «. ,s ^ < J O S ^ s ^ 1 1 

onutune tvsymoe u> ; to annuo 1 hs \ mcntmn m an < 0. scan; :o Momv A , spoed'te 
compound dnprysee^ used s die purpose of buotescemiy labeimg antibodies 

for detection purposes. 

m 0 \ v\ v. it e- >. ^ ov 1 spec A shot- s o \ Ps o 1 t. 
otentod as set forth m dependent ei.tnns 0~A 10- 14. A and ..AAA hot evacph. \A<^o d.-m mo 
teach a method of activating a B cob system response to a specific antigen or an innate mamnnty 

V v. , s " n < 1 )1 1 } "! ' ! i,l ! 

, , v >. . am 1 m v ^ )a o v xA v 1 c t a x 

s 1 n tNiH v Jim 

vrr> rvron\kva car x ^ o.et 



ideation tis is en nt by I pie!} til 

AAAiPP'PPbPAPPA- not to activate or increase the immune response in the rmnmnai 

s ! n t 1 \ it b m o 5 

, x v> to N m 1 o o v 1 

' * * X 1 xO N| t !. ? 1 !S 

1 wo? rest cted under 35 U.S s.patert 

shorr e S 107,062} as died » claims \ 4, 6, 8 13.14 6 9, am 23 It 

easdii > u> t ^ s ss s eas » i > 
re Actf st \pmi am n. pxva'AA mo ernes. 

As explained above, Sherr is directed to the 1NK4A gene and a marornahan protein 

meson i s the eel c>ck Am<<mm > sue 1 ^ e^ m t-.ed v> 1 

\ . . t nt fibroblast, bhu* n Ui 1^1 cikn, x x 
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unitary inheritance ofINK4a-pl 6 and ARF~p-i9 that may reflect a dual requirement for both 

n ^ protein m inhihn dm ! , \ o \ s - phase , cancer _ m 

In contrast, the present invention is directed specifically to a method of 
activaiing/augrnetuiug the immune system in a mammal (specifically a B cell system response or 

s > , ss St. 1, i v j S i 1 V ) ( 

untigen-specihe aaUbodies. or the mammal's innate immunity response in the antigen, not a 
" m " v v , v <■ d ' , f ^ h 

NhendsuSiu Uceh ad; i cmrma >w, mm sw <u m O'm e unman' odea; lit 
wo i m eu\ v. , i , nc n * sm t a < po - i m s , o ,v ? 

teaches a sedneieni amount of fluorescein isothiocyanate to effectively label antibodies for 
c , vs. > toct. bound an( unbound antibodies Furthermore otiux 

N X N V V e t. V ' V ' \ \f t f 

t v "*> s v V ^ S,0 i ) U H i K 

compos! bori or supplement (claim 15} . 

Oha lis to v as 4t ancles of Sheer. (11 s c ected > an assay s 
screening for s i s.e Ghat fails to teach the presently claimed invention as well. 

wo ild not be motimu * v s M » 

with v \ v hme^ H } j ad cwu rl in, w v .mm moy would o made obvuau K 

While Ghai docs amotion the ideutiiieadon ofphenedsyi isothiocyanate isolated from 
wnommm u docs mmtnm dm ise m a 1 1 b based tan ut as pu muhy ckumul ; indn unom one 
k e < 1 x b ih e < ub-m , L es,, s, ,\s g so ' a 

fluorescent label mentioned, in Sherr with the ntrtracculicab mentioned in Ghai as they would not 

net on t n t >c s m puq ose as a itaescent label H om G >ai % mrm ei li< a s vi em w 
in place or the comugated fluorescein isodbocyamue ameiu m Sherr the conjugate would not 
properly function m delect bound or unbound antibodies as taught by Sherr. 

v s - " i v v n Mc/Ut pbb\K , > i. w>mKi, 

wub a the compounds taught by Glum as there is no indication thai ihese compounds would have 
the same function as a, i.e., that they would effectively inhibit the G'l and G2 phase in 



\ s, She? ao; e t - co ibined v, . h * Hiai ia b to make < l„n t m i prest o.th 1 rimed 
uoam w t se w , . ,T a . a ePs Us G i s v v.iViV' 1 cluing 

\ppdcara. the | u ihu\ rejectim* K 

v ^ v. N nov ^ v ^ iu' V ^ s c N ' e 

Moore et a! (US 2002 0164694) as applied to claims 1, 6-8, 10-14, 16, 19 and 21-22 above and 
in view of Ghai et I (US 5,955 ,260) Sir the reasons sei forth on pages 8- S 0 ol -he Gtuce 
ebon. A ex x v s 

\s \ < ^ m o J v v 1 x 

*. ^ s v i v ' ^ { u ^ a i ' il , a <. 

an oothlocyanate is the eonvaoond for llueres^ein i^ibje^ajnaie used as a fluorescein compound 
nu -tvteedvo ro]'»'ON x r.awe.eh OGGG * N< u s esuiane \ some <. t a 
commonly used fluorescent label m;: compounds Id; detection purposes includes riaorescem 
> x n 1 hsis ia no K ^ „ e- the o ohnan-o marianl 

x v v ' He; aieuu t m \ v 1 ecli oua < 

Msedae.. t -a uv; m uato Ue or augment n imm e-rcs>pv \ . 

,m ewm* 1 v.c I i Kcan't of u\tl^ ^ i it h \io < 

d^uo,m x v a i 1 i 

n s s ^\ x . uo'.iu K Kvd ~u K \ G > 

> V H v. V ' ^ ' ^ ! 

composition or sunpieotem (ciaim 15). 

w s- < ^ v v. ,'iv.icj>of Moo:c whi v ev ee 1 ^ ^ ° 
^ v v v m«o o « Mi kudiii> ')Ov o , aee o o oeh 

s < s k fo ! i \ i o < k > , v. , hUus 

with the teachings oi'Ghai arid even ifthey were combined they would not make obvious o< 
presently claimed invention. 

While vj d^c= soerafoa the o„ s „ a Go : m 1 ^ .,o iron- 

watercress it does mention the use of a ITC based agent as presently claimed. Furthermore, one 

v t v v le the fluoresce u ad ts 

d Laos v G s \ ! Is, ntaoooaue •> mcatsssG aa Gha; as Use: wmld 

Is j v \ s v v OUi \ VW'C 
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v gat d luo esee * > m i ! co 

s (.v. a > ! ) s ■» \> .> v 

I bus hGom alone or combined aid una; Gmtumal c ohvkn mhe p esen > chimed 
o ^ eduction <,u ont, ' - N " * 

innate immunity response 10 the antigen. Applicant, therefore respectfully requests that this 
rejection be withdrawn. 

x i - " ,a, 8 viCK v. v< , I ' > v ^ ^ - x - ,i <i 

n ♦ > % a- ape ' i « 4 6 8 I I o " m ^ m - 

. m r.; i lS5amA"aGs or dm reasons vulntlmm nnees A"* m the G v\ 
Action, Applicant respectfully traverses. 

\;\!nu > k is aAcvk\i m s l\K ^ V s e A a n a vAae^ ^ * . , \>;PpAm 
during the cell cycle. According to Sherr AEF~pl9 expression induced both Gl and G2 phase 
arrest in rodent ubrebiasi. K is ilalher directed to the discovery ol the unitary inheritance of 
N nd \k Mi ammo reflect dual requires! o e N ^ 

v s d 5 also teac hes th« se of the AK p m e < an 

the til and G2 chase in cancer cells. 



an innaie immunity response as an antigen ie chum 16a not a method inhibiting Use eel; eyeie : 
or snore specifically the Gi and G2 phase of ihe cycle. 

v x ' m? Gi v. { i 

s \ \ •> > » p< v. ol be * A . ^ \uu i 

t v s > M s ^ t i ^ ioo- am 

s i , - v s , ,<.s t v s b^ v m a . o a > e i ak 

v \ % < i m > t i t N . * Nt o 

labeling techniques (fluorescein isoihiocvanaie) and as a functional group lor ^ ma 
-,;-i;a»^i,a, mv c v , \ c ' -ox, --at mi. - '■■ an cnubrb 

, s, , v v 1 - ^\ i mv a ^ ^ m s, ' < 

i * <. !\" i . ~ * , . ^ 

mammal to activate or augment the mammal immune response to increase the mammal's 



nmmmcsnom 
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Title: v v v \ V-s 

U.S. Serial No. i 0/673 ,426 

„ s vt hv i tlXMl^ so i v. i s v 

axtfjgen, 

\ i s v N \ O ^ 1 I I •, i 

inventiorn but AR.0-p.i9 based compounds and conjugated thai inhibit the ml and G2 phase in 

A a Shorn an J' Home id! io teach or suggest the presently e Aimed iuveotion, Amm or 
combmed, Applicant respeeduHy v s s that this rejection be withdrawn. 

v \\ " \ ^ v. ^ d v . n is If 

there are any , t the Examiner is invited to call ApnHcaruds representative Rodney Rude, 

at (602) 916-5404 to resolve any remaining issues i < expedite t adowance of this r % 

Re spectfu i 1 y subxn Hted , 



AtiyJ(y:edO? Rodrev . e, 



Date Rodney J . Fui ier (Reg. No. 46.7 14) 

FENNEMORE CRAIG 

Customer No. 27,887 



602-916-5404 



